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VERSION 1 - REVIEW 

REVIEWER LIN, WEN-YUAN 
China Medical University Hospital 

REVIEW RETURNED 18-Jul-2016 

 

GENERAL COMMENTS Authors tried to assess the association between MS/NAFLD and EE 
among adult Taiwanese. I have some comments as below:  
1. Since the MS and NAFLD may share some common core 
factors,such as central obesity, in table 2 and 3, authors adjusted for 
general obesity and MS/NAFLD together, it may cause over 
adjustment.  
2. In table 2 and 3, why authors adjusted for creatinine? why not 
eGFR?  
3. In discussion, authors mentioned that the pattern of fat distribution 
differ between men and women. Authors also used this point to 
explain the gender differences between MS and EE. Can authors 
provide your subjects' data to demonstrate this point? 

 

REVIEWER Oyekoya Ayonrinde 
Fiona Stanley Hospital  
Australia 

REVIEW RETURNED 27-Jul-2016 

 

GENERAL COMMENTS The authors seek to extend their previous work by describing gender 
specific differences in the association of NAFLD and Metabolic 
Syndrome with erosive esophagitis in a cohort of privately funded 
tertiary hospital patients with data on upper GI endoscopy and liver 
ultrasound reports. I have a few comments:  
 
1. It would be helpful to define the LA classification for esophagitis 
and state the proportion of patients in each category. In that way 
detailed analyses would be possible based on severity.  
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2. What proportion of patients were diagnosed with the metabolic 
syndrome and its components?  
3. I'm uncertain of the relevance of references 2 and 3.  
4. Could the authors comment on the prevalence or incidence of 
esophagitis or EE in their population, how it is treated and whether 
the treatment has changed over the study period in parallel with 
increasing obesity and NAFLD incidence?  
5. It appears that the gastroscopies were performed by a single 
operator. It may be worthwhile stating the years of experience if that 
is the case or else clarify how many endoscopists performed the 
12,090 gastroscopies.  
6. What gastrointestinal medications resulted in exclusion? What 
about medications that could result in 'pill oesophagitis'?  
7. From the health checks is there any data on diagnosis or features 
of polycystic ovary syndrome in the females, noting that females with 
PCOS, as well as post-menopausal women have metabolic 
characteristics more similar to male metabolic risk than to other 
females. Females with the visceral pattern metabolic syndrome are 
metabolically more like males than those with subcutaneous pattern 
metabolic syndrome, as noted that visceral adiposity is more 
common in males and subcutaneous adiposity more common in 
females. What proportion of females were menopausal vs 
premenopausal?  
8. What proportion had a hiatus hernia and was there a correlation 
between the size of the hiatus hernia and the EE  
9. What were the indications for gastroscopy? Were the patients 
symptomatic for reflux disease or having gastroscopy for other 
indications?  
10. Page 21 line 21 states that "Serum estrogen levels, which are 
lower in premenopausal females with NAFLD". Is that accurate?  
11. It is difficult understanding the rationale for the conclusion that 
liver ultrasound should be performed in females and metabolic 
syndrome sought in males with erosive esophagitis. Since a high 
proportion of patients with EE are obese it makes sense to 
recommend or assist with weight loss as part of lifestyle changes in 
the first instance.  
12. The ultrasound protocol described allows for determination of 
ultrasound severity of NAFLD. Is there an association between the 
NAFLD severity and EE severity in either gender?  
13. Page 7 line 10 repeats content of page 6 line 56.  
 
I would hope that by better defining the prevalence, characteristics 
and severity of the different variables of interest and analysing for 
more detailed comparisons that this paper may be of more interest. 

 

VERSION 1 – AUTHOR RESPONSE 

To Reviewer 1: 

Thank you very much for your valuable comments. The changes to the manuscript have been 

highlighted by using red text. Detailed replies to your comments are made, as follows. 

  

1. Since the MS and NAFLD may share some common core factors, such as central obesity, in table 
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2 and 3, authors adjusted for general obesity and MS/NAFLD together, it may cause over 
adjustment. 

2. In table 2 and 3, why authors adjusted for creatinine? why not eGFR? 

Answer:  

Thank you for your comment. According to your comment 1 and 2, we modified the adjusted variables, 

which we deleted the variables of general obesity and shifted creatinine to eGFR, in our table 2 and 3. The 

value of eGFR was calculated by Modification of Diet in Renal Disease (MDRD) equation. The results were 

similar to those of the original manuscript which showed that metabolic syndrome but not NAFLD significantly 

correlated with erosive esophagitis in males, while NAFLD but not metabolic syndrome positively correlated 

with erosive esophagitis in females. We had added these points in the sections of MATERIALS AND 

METHODS (P9), RESULTS (P16 and 18), REFERENCE (P28) and adapted the tables in the sections of 

TABLE II (P17) and TABLE III (P19) of the revised manuscript, as follows:    

 

1. MATERIALS AND METHODS (P9) 

“Estimated glomerular filtration rate (eGFR) was calculated by Modification of Diet in Renal Disease 

equation
25

.” 

 

2. RESULTS  

(1) (P16) 

“In Model 1, MS was significantly associated with EE (OR, 1.28 1.25; 95% CI, 1.10–1.48 1.08–1.44) with 

an adjustment for age, general obesity, hiatal hernia, eGFR creatinine, alcohol consumption, tea drinking, 

smoking, and habitual exercise. Using Model 2, NAFLD, substituted for MS in Model 1, was not an 

independent risk factor for EE (OR, 1.12; 95% CI, 0.97–1.28 0.98–1.29). When considering MS and 

NAFLD simultaneously in Model 3 with adjustment the same variables in model 1, MS remained 

positively correlated with EE (OR, 1.28 1.26; 95%CI, 1.11–1.49 1.09–1.45) but NAFLD did not (OR, 1.13 

1.14; 95% CI, 0.98–1.29 0.98–1.30).” 

 

(2) (P18) 

“With adjustment for age, general obesity, hiatal hernia, creatinine eGFR, tea drinking, smoking, and 

habitual exercise, NAFLD was positively related to EE in Model 1 (OR, 1.49; 95% CI, 1.21–1.84 1.21–

1.85). Using Model 2, MS did not correlate with EE (OR, 1.18 1.22; 95%CI, 0.89–1.57 0.92–1.61). 
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When considering MS and NAFLD simultaneously in Model 3, NAFLD (OR, 1.49 1.50; 95% CI, 1.21–1.84 1.21–1.86) but not MS (OR, 1.19 1.24; 95% 

CI, 0.90–1.58 0.94–1.63) was still associated with an increased risk of EE in the female group. Hiatal hernia was an additional important risk factor of 

EE.” 

 

3. TABLE II (P17) 

Table II. Association of clinical variables with the risk of erosive esophagitis in males
*
 

Clinical variables 
           Model 1                       Model 2                       Model 3             

OR (95% CI) P OR (95% CI) P OR (95% CI) P 

Age (years) 1.02 (1.01–1.02) <0.001 1.02 (1.01–1.02) <0.001 1.02 (1.01–1.02) <0.001 

General obesity (yes vs. no) 1.17 (1.01–1.36) 0.038 1.29 (1.13–1.49) <0.001 1.18 (1.02–1.37) 0.027 

Metabolic syndrome (yes vs. no) 1.25 (1.08–1.44) 0.002   1.26 (1.09–1.45) 0.002 

NAFLD (yes vs. no)   1.12 (0.98–1.29) 0.101 1.14 (0.98–1.30) 0.095 

Hiatal hernia (yes vs. no) 19.88 (14.42–27.41) <0.001 20.03 (14.53–27.61) <0.001 19.75 (14.33–27.23) <0.001 

eGFR (mL/min/1.73 m
2
) 1.01 (1.00–1.01) <0.001 1.01 (1.01–1.01) <0.001 1.01 (1.00–1.01) <0.001 

Alcohol consumption (yes vs. no) 0.93 (0.43–1.98) 0.841 0.87 (0.41–1.87) 0.734 0.91 (0.42–1.94) 0.800 

Tea drinking (yes vs. no) 1.08 (0.94–1.23) 0.285 1.07 (0.93–1.22) 0.344 1.06 (0.93–1.22) 0.364 

Smoking (yes vs. no) 1.15 (0.97–1.35) 0.110 1.16 (0.98–1.37) 0.078 1.14 (0.96–1.35) 0.129 

Habitual exercise (yes vs. no) 1.26 (1.03–1.54) 0.027 1.23 (1.01–1.51) 0.043 1.25 (1.02–1.53) 0.034 
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*
binary logistic regression analysis 

eGFR, estimated glomerular filtration rate; NAFLD, nonalcoholic fatty liver disease; OR, adjusted odds ratio; CI, confidence interval 

4. TABLE III (P20) 

Table III. Association of clinical variables with the risk of erosive esophagitis in females
*
 

*
binary logistic regression analysis 

eGFR, estimated glomerular filtration rate; NAFLD, nonalcoholic fatty liver disease; OR, adjusted odds ratio; CI, confidence interval 

 

Variables 
           Model 1                       Model 2                       Model 3             

 OR (95% CI) P  OR (95% CI) P OR (95% CI) P 

Age (years) 1.00 (0.99–1.01) 0.652 1.00 (0.99–1.01) 0.792 1.00 (0.99–1.01) 0.872 

General obesity (yes vs. no) 1.38 (1.06–1.80) 0.017 1.24 (0.94–1.64) 0.136 1.30 (0.98–1.73) 0.066 

NAFLD (yes vs. no) 1.49 (1.21–1.85) <0.001   1.50 (1.21–1.86) <0.001 

Metabolic syndrome (yes vs. no)   1.22 (0.92–1.61) 0.161 1.24 (0.94–1.63) 0.128 

Hiatal hernia (yes vs. no) 65.74 (33.43–129.30) <0.001 67.64 (34.43–132.88) <0.001 65.08 (33.09–128.00) <0.001 

eGFR (mL/min/1.73 m
2
) 1.00 (1.00–1.01) 0.248 1.00 (1.00–1.01) 0.645 1.00 (1.00–1.01) 0.400 

Tea drinking (yes vs. no) 0.91 (0.72–1.16) 0.441 0.92 (0.73–1.17) 0.496 0.91 (0.72–1.15) 0.423 

Smoking (yes vs. no) 1.13 (0.56–2.29) 0.734 1.15 (0.67–2.33) 0.697 1.12 (0.55–2.27) 0.756 

Habitual exercise (yes vs. no) 0.93 (0.59–1.46) 0.746 0.96 (0.61–1.51) 0.864 0.93 (0.59–1.46) 0.761 
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5. REFERENCE (P30): adding the citation of eGFR 

“25. Levey AS, Bosch JP, Lewis JB, et al. A more accurate method to estimate glomerular filtration rate from serum creatinine: a new prediction equation. 

Modification of Diet in Renal Disease Study Group. Ann Intern Med. 1999; 130: 461-70”  
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3. In discussion, authors mentioned that the pattern of fat distribution differ between men and 

women. Authors also used this point to explain the gender differences between MS and EE. Can 

authors provide your subjects' data to demonstrate this point? 

Answer: 

We agreed with your relevant comment. Unfortunately, the data of fat distribution was not available in 

this paper and we had added this point as one limitation in the sections of DISCUSSION (P24) of the revised 

manuscript, as follows: 

 

“Second, data regarding the pattern of fat distribution, serum estrogen and cytokine levels were also 

unavailable.” 

 

 To Reviewer 2: 

Thank you very much for your valuable comments. The changes to the manuscript have been highlighted by 

using red text. Detailed replies to your comments are made, as follows.  

 

1. It would be helpful to define the LA classification for esophagitis and state the proportion of 

patients in each category. In that way detailed analyses would be possible based on severity. 

 

12. The ultrasound protocol described allows for determination of ultrasound severity of NAFLD. Is 

there an association between the NAFLD severity and EE severity in either gender? 

Answer: 

   Thank you for your comment. The prevalences of grade A, B and C or D of EE were 16.7% (n=1,187/7,110) 

and 2.5% (n=177/7,110) and 0.3% (n=18/7,110) in males, respectively. Besides the prevalences of EE grade 

A, B and C or D were 8.6% (n=414/4,842) and 0.6% (n=27/4,842) and 0.02% (n=1/4,842) in females, 

respectively. We had added this point in the sections of RESULTS (P12) of the revised manuscript, as 

follows: 
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 “The prevalences of grade A, B and C or D of EE were 16.7% (n=1,187/7,110) and 2.5% (n=177/7,110) and 

0.3% (n=18/7,110) in males, respectively. Besides the prevalences of grade A, B and C or D of EE were 

8.6% (n=414/4,842) and 0.6% (n=27/4,842) and 0.02% (n=1/4,842) in females, respectively.” 

 

    According to your comment 1 and 12, we tried to analyze the relationship between the NAFLD severity and 

EE severity in both gender. The cross table between the severity of NAFLD and the grade of EE is shown in 

Table A and few subjects with high grading NAFLD or EE were enrolled. In univariate analysis, there was a 

significant correlation (males: Spearman correlation coefficient = 0.038, p=0.008; females: 

Spearman correlation coefficient = 0.028, p=0.020) between the severity of NAFLD (as non, mild, moderate 

and severe) and the grade of EE (as A, B, and C-D). In multivariate analysis, ordinal regression was used to 

examine the association of NAFLD severity and MS with EE severity (Table B). In males, MS was positively 

associated with the grade of EE (OR = 1.201, 95% CI = 1.039 - 1.387, p = 0.013), but the severity of NAFLD 

was not. In females, although mild NAFLD was related to the grade of EE (OR = 1.385, 95% CI = 1.069 0 - 

1.793, p = 0.013), moderate and severe NAFLD were not. These results can be explained by the small 

number of subjects with grade B ~ D of EE or severe NAFLD and thus it is difficult to have a reliable model 

for the association between the NAFLD severity and EE severity in both gender (Table B). 
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Table A. Comparisons of nonalcoholic fatty liver disease between subjects with different grading of erosive esophagitis (EE) by gender 

Data are shown as number 

EE, erosive esophagitis; NAFLD, nonalcoholic fatty liver disease 

 

Table B. Association of NAFLD severity and MS with the grade of erosive esophagitis based on ordinal regression by gender 

Clinical variables 
                       Males                                                Females                          

EE Grade A EE Grade B EE Grade C or D EE Grade A EE Grade B EE Grade C or D 

Non-NAFLD 263 24 1 827 126 16 

Mild NAFLD 97 3 0 206 26 2 

Moderate NAFLD 49 0 0 126 16 0 

Severe NAFLD 5 0 0 28 9 0 

Clinical variables 
             Severity of EE in males                                      Severity of EE in females                          

OR 95% IC P value OR 95% IC P value 

Mild NAFLD 1.071 (0.906 – 1.267) 0.424 1.385 (1.069 -1.793) 0.013 

Moderate NAFLD 1.060 (0.862 – 1.303) 0.583 1.079 (0.770 -1.513) 0.659 

Severe NAFLD 1.402 (0.934 – 2.106) 0.103 0.952 (0.316 – 2.869) 0.931 
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Adjusted for age, hiatal hernia, estimated glomerular filtration rate, alcohol consumption, tea drinking, smoking, and habitual exercise 

Data shown as odds ratio (95% confidence interval), EE, erosive esophagitis; NAFLD, nonalcoholic fatty liver disease

Metabolic syndrome 1.201 (1.039 – 1.387) 0.013 1.214 (0.914 – 1.613) 0.180 
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We had added these findings in the MATERIALS AND METHODS, RESULTS and Discussion sections, as 

follows: 

 

1. MATERIALS AND METHODS (P10) 

“The degree of NAFLD was assessed by the following rule: (1) mild NAFLD: increased liver echogenicity, 

slightly hepatoreanl contrast and relative conservation echo pattern of the walls of the portal veins 

(2)moderate NAFLD: greater hepatorenal contrast, deep attenuation of echoes, loss of echoes from the walls 

of the portal veins and featureless appearance of the liver (3)severe NAFLD: significant deep attenuation of 

echoes, loss most of echoes from the walls of the portal veins, including the main branches, and obviously 

heptatorenal constract 
28

.” 

 

2. MATERIALS AND METHODS (P11) 

“Finally, we tried to examine the association between the NAFLD severity (as non, mild, moderate and 

severe) and the grade of EE (as A, B, and C-D). Spearman correlation was used for univariate analysis and 

ordinal regression for multivariate analysis.” 

 

3. RESULTS (P12) 

“The prevalence of mild, moderate and severe NAFLD was 16.0% (n=1,137/7,110) and 9.7% (n=687/7,110) 

and 1.8% (n=129/7,110) in males, respectively. Besides the prevalence of mild, moderate and severe NAFLD 

was 17.2% (n=832/4,842) and 10.7% (n=520/4,842) and 0.8% (n=39/4,842) in males, respectively.” 

 

4. RESULTS (P18-19) 

“Finally, we examined the association between the NAFLD severity and EE severity in either gender. In 

univariate analysis, there was a significant correlation between the severity of NAFLD and the grade of EE 

(males: Spearman correlation coefficient = 0.028, p=0.020; females: Spearman correlation coefficient = 

0.038, p=0.008). In multivariate analysis, based on ordinal regression, MS was positively associated with the 

grade of EE (OR = 1.201, 95% CI = 1.039 - 1.387, p = 0.013), but the severity of NAFLD was not. In females, 
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although mild NAFLD was related to the grade of EE (OR = 1.385, 95% CI = 1.069 0 - 1.793, p = 0.013), MS, 

moderate and severe NAFLD were not (data not shown).” 

 

5. Discussion (P21) 

“Based on the findings from the association between NAFLD severity and EE severity, male subjects with MS 

still exhibited a higher risk for the grade of EE, although different severity of NAFLD was not. In females, mild 

NAFLD was related to the grade of EE, but MS, moderate and severe NAFLD were not. The discrepancy for 

the effect of different NAFLD severity on the grade of EE in females can be explained by the small number of 

subjects with grade B ~ D of EE or severe NAFLD resulting in an unreliable model for the association 

between the NAFLD severity and EE severity.” 

 

2. What proportion of patients were diagnosed with the metabolic syndrome and its components? 

Answer: 

    Thank you for your comment. The prevalence of metabolic syndrome was 23.8% (n=1,694/7,110) and 

17.2% (n=833/4,842) in males and females, respectively. The prevalence of the components of metabolic 

syndrome was show in the following table: 

 

Table C. The prevalence of the components of metabolic syndrome by gender 

 Males (n=7,110) Females (n=4,842) 

Central obesity 2,882 (40.5) 1,656 (34.2) 

High blood pressure 1,804 (25.4) 891 (18.4) 

Low HDL-C 2,636 (37.1) 1,836 (37.9) 

High fasting plasma glucose 1,079 (15.3) 615 (12.7) 

Hypertriglyceridemia 2,834 (39.9) 889 (18.4) 

*Data are shown as number (%) 

*Based on the revised National Cholesterol Education Program Adult Treatment Panel III criteria for Asian 

populations, MS was diagnosed when subjects presented any three of the following five risk factors: 1) 

central obesity; 2) systolic blood pressure of ≥130 mmHg, diastolic pressure of ≥85 mmHg, or current 
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medication for hypertension; 3) low HDL-C as HDL-C level of <40 mg/dL (1.03 mmol/L) for men or <50 mg/dL 

(1.29 mmol/L) for women; (4) fasting plasma glucose level of ≥100 mg/dL (5.6 mmol/L) or current use of 

antidiabetic therapy; and (5) hypertriglyceridemia as triglyceride level of ≥150 mg/dL (1.69 mmol/L). 

 

 

We had added this point in the sections of RESULT (P12) of the revised manuscript, as follows: 

“The prevalence of MS/NAFLD was 23.8/25.9% (n=1,694/7,110; n=1,839/7,110) and 17.2/28.0% 

(n=833/4,842; n=1,357/4,842) in males and females, respectively.” 

 

3. I'm uncertain of the relevance of references 2 and 3. 

Answer: 

    Thank you for your reminding. We had modified the references in the sections of REFERENCES (P27) of 

the revised manuscript, as follows: 

 

“2. Ronkainen J, Talley NJ, Storskrubb T, et al. Erosive esophagitis is a risk factor for Barrett’s esophagus: A 

community-based endoscopic follow-up study. Am J Gastroenterol. 2011;106: 1946–1952. 

3. Parasa S, Sharma P. Complications of gastro-oesophageal reflux disease. Best Pract Res Clin 

Gastroenterol. 2013;27:433-42. 

2.  El-Serag HB, Sonnenberg A. Outcome of erosive reflux esophagitis after Nissen fundoplication. Am J 

Gastroenterol. 1999;94:1771-6.  

3.  Hoffmann KM, Gibril F, Entsuah LK, et al. Patients with multiple endocrine neoplasia type 1 with 

gastrinomas have an increased risk of severe esophageal disease including stricture and the premalignant 

condition, Barrett's esophagus. J Clin Endocrinol Metab. 2006;91:204-12.” 
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4. Could the authors comment on the prevalence or incidence of esophagitis or EE in their 

population, how it is treated and whether the treatment has changed over the study period in 

parallel with increasing obesity and NAFLD incidence? 

Answer: 

    Thank you for your comment. The prevalence of erosive esophagitis was 20.0% (n=1,427/7,110) and 9.9% 

(n=477/4,842) in males and females, respectively. We had added this point in the sections of RESULTS 

(P12) of the revised manuscript, as follows:  

 

“Based on the esophagogastroduodenoscopic findings, the prevalence of EE was 20.0 20.1% (1438/7177 

n=1,427/7,110) and 9.9% (484/4913 n=477/4,842) in males and females, respectively.” 

 

Unfortunately, this research was cross-sectional study and the datas of the incidence of erosive 

esophagitis, obesity and NAFLD and the treatment of erosive esophagitis were not available. This is one 

limitation in our study and we described this point in the sections of DISCUSSION (P24) of the revised 

manuscript, as follows:  

 

“Finally, this study is cross-sectional, and thus, can does not provide enough evidence to indicate a causal 

relationship between NAFLD/MS and EE with respect to gender.” 

 

5. It appears that the gastroscopies were performed by a single operator. It may be worthwhile 

stating the years of experience if that is the case or else clarify how many endoscopists performed 

the 12,090 gastroscopies. 

Answer: 

    Thank you for your reminding. The esophagogastroduodenoscopic examination was made by six 

endoscopists who have fifteen to twenty five years of experience to perform this exam. We had modified this 

point in the sections of MATERIALS AND METHODS (P11) of the revised manuscript, as follows: 

 

“As previously described in detail 
19

, LUCERA gastroscopes (LUCERA gastroscopes; GIF-XQ260, Olympus, 

Tokyo, Japan) were used for esophagogastroduodenoscopic examination, which was performed by six an 
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experienced gastroenterologists who have fifteen to twenty five years of experience to perform this exam 

after overnight fasting. The endoscopic classification system for EE that was proposed by the World 

Congress of Gastroenterology in Los Angeles was used to determine EE 
28

.” 

 

6. What gastrointestinal medications resulted in exclusion? What about medications that could 

result in 'pill oesophagitis'? 

Answer:  

Thank you for your comment. Because the baseline data of medication history was collected from 

questionnaire such as “Would you use the medication for gastrointestinal diseases?” or  “Would you use the 

medication for arthritis?” In this study, we treated the gastrointestinal medication as one group and the data 

for different types and names of gastrointestinal medication was not available. According to literature, several 

medications were reported to cause pill esophagitis and nonsteroidal anti-inflammatory drug, which was most 

commonly used for arthritis in Taiwan, was one of the commonly used medications.[A] In this study, like the 

gastrointestinal medication treated as one group, the medications for arthritis were considered as one group 

and the  detail of different types and name of the medications were also not available. By the way, we further 

excluded the participants who used the medication for arthritis (men/women, n=67/71) for the final analysis.  

 

We had added this point in the sections of MATERIALS AND METHODS (P7-8) of the revised 

manuscript, as follows:  

 

“We excluded subjects with cancer (men/women, n = 93/177), hepatitis B (men/women, n = 1643/829), 

hepatitis C (men/women, n = 283/268), excessive alcohol drinking (>20 grams/day, men/women, n = 85/6), 

current medications for gastrointestinal disease (men/women, n = 441/312), current medication for arthritis 

(men/women, n=67/71), previous gastrointestinal surgery (men/women, n = 7/5), and incomplete data 

(men/women, n = 1147/831). Finally, a total of 7,177 7,110 male and 4,913 4,842 female subjects were 

included for analysis.” 

 

Reference 
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A.  Zografos GN, Georgiadou D, Thomas D, et al. Drug-induced esophagitis. Dis Esophagus. 

2009;22(8):633-7.  

 

7. From the health checks is there any data on diagnosis or features of polycystic ovary syndrome 

in the females, noting that females with PCOS, as well as post-menopausal women have metabolic 

characteristics more similar to male metabolic risk than to other females. Females with the visceral 

pattern metabolic syndrome are metabolically more like males than those with subcutaneous 

pattern metabolic syndrome, as noted that visceral adiposity is more common in males and 

subcutaneous adiposity more common in females. What proportion of females were menopausal vs 

premenopausal? 

Answer: 

    We agreed with your comment. However, the data about polycystic ovary syndrome in the females was not 

available in this study. The proportion of females with premenopausal/postmenopausal status was 51.1% 

(n=2,472/4,842) / 48.9% (n=2,370/4,842). We had added this point in the sections of RESULTS (P18) of the 

revised manuscript, as follows: 

 

“We divided females into pre- (n=2481 2,472, 51.1%) and postmenopausal (n=2432 2,370, 48.9%) groups.” 

 

8. What proportion had a hiatus hernia and was there a correlation between the size of the hiatus 

hernia and the EE 

Answer: 

    Thank you for your comment. The prevalence of hiatus hernia was 3.6% (n=257/7,110) and 1.5% 

(n=75/4,842) in males and females, respectively. However the data of the size of the hiatus hernia was not 

available in this study. We had added this point in the sections of RESULTS (P12) of the revised manuscript, 

as follows: 

 

“In addition, the prevalence of hiatal hernia was 3.6% (n=257/7,110) and 1.5% (n=75/4,842) in males and 

females, respectively.” 
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9. What were the indications for gastroscopy? Were the patients symptomatic for reflux disease or 

having gastroscopy for other indications? 

Answer: 

Thank you for your reminding. We enrolled a total of 10,876 male and 7,341 female subjects who 

underwent a health check-up and gastroscopy was routinely performed no matter who had the symptoms of 

gastro-esophageal reflux disease.  

 

10. Page 21 line 21 states that "Serum estrogen levels, which are lower in premenopausal females 

with NAFLD". Is that accurate? 

Answer: 

    Thank you for pointing out the mistakes for correction. We had modified this sentence “Serum estrogen 

levels, which are lower in premenopausal females with NAFLD than those without 
18

, may help in preventing 

EE.” in the sections of DISCUSSION (P23) of the revised manuscript. 

 

Reference:  

18.  Gutierrez-Grobe Y, Ponciano-Rodriguez G, Ramos MH, et al. Prevalence of non alcoholic fatty liver 

disease in premenopausal, posmenopausal and polycystic ovary syndrome women. The role of estrogens. 

Ann Hepatol. 2010;9:402-9.  

 

11. It is difficult understanding the rationale for the conclusion that liver ultrasound should be 

performed in females and metabolic syndrome sought in males with erosive esophagitis. Since a 

high proportion of patients with EE are obese it makes sense to recommend or assist with weight 

loss as part of lifestyle changes in the first instance. 

Answer: 

    We agreed with your suggestion. Thus, we had deleted the sentence “In clinical practice, liver ultrasound 

should be performed in females and metabolic syndrome should be sought in males who have erosive 

esophagitis.” in the sections of ABSTRACT (P4) of the revised manuscript.
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13. Page 7 line 10 repeats content of page 6 line 56. 

Answer: 

    Thank you for your reminding. We had deleted the sentence “Significant gender differences have also 

been found in both NAFLD and EE 
5,7,18

.” in the sections of INTRODUCTION (P7) of the revised manuscript.     

 

I would hope that by better defining the prevalence, characteristics and severity of the different 

variables of interest and analysing for more detailed comparisons that this paper may be of more 

interest. 

Answer: 

    Thank you for your valuable comments. We had tried our best to revise the manuscript according to your 

recommendation and hoped that our revisions mean that this paper now meets your requirements. 

VERSION 2 – REVIEW 

REVIEWER Oyekoya Ayonrinde 
Fiona Stanley Hospital  
Australia 

REVIEW RETURNED 06-Sep-2016 

 

GENERAL COMMENTS This revised version of the manuscript has addressed most of my 
queries. However, I have a few comments:  
 
Pg 18 line 45 – The Spearman correlation coefficient was very weak, 
so careful not to overstate the result. …“in univariate analysis, there 
was a significant correlation between the severity of NAFLD and the 
grade of EE (males: Spearman correlation coefficient = 0.028, 
p=0.020; females: Spearman correlation coefficient = 0.038, 
p=0.008)”. Spearman correlation may not have been the best 
statistical test.  
 
I note the very small numbers of those with greater severity EE or 
NAFLD  
 
EE in males and females is likely associated with obesity, even if not 
with MS in females or NAFLD in males. This was evidenced in all 
the previous version of this manuscript (all 3 models in males and 
model 1 in females).  
 
Page 23 – lines 36-45 are difficult to understand and should be 
changed or removed.  
 
I do not think the results justify the conclusion that performing 
abdominal sonographic examination for females with EE and for 
males with EE who have five factors indicating MS to evaluate the 
risk factors of EE as there is unsufficient evidence to support this as 
an added investigation with cost and limited therapeutic 
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consequence for many. I also do not see evidence from this study 
that EE may be prevented by preventing NAFLD in females and MS 
in males. 

 

VERSION 2 – AUTHOR RESPONSE 

To Reviewer 2: 

Thank you very much for your valuable comments. The changes to the manuscript have been highlighted by 

using red text. Detailed replies to your comments are made, as follows.  

 

1. Pg 18 line 45 – The Spearman correlation coefficient was very weak, so careful not to overstate 

the result. …“in univariate analysis, there was a significant correlation between the severity of 

NAFLD and the grade of EE (males: Spearman correlation coefficient = 0.028, p=0.020; females: 

Spearman correlation coefficient = 0.038, p=0.008)”. Spearman correlation may not have been the 

best statistical test. 

 

I note the very small numbers of those with greater severity EE or NAFLD 

Answer: 

   Thank you for your comment. According to your comment, we had modified this sentence in the sections of 

RESULTS (P11) of the revised manuscript, as follows:”In univariate analysis, there was a slight positive 

significant correlation between the severity of NAFLD and the grade of EE (males: Spearman correlation 

coefficient = 0.028, p=0.020; females: Spearman correlation coefficient = 0.038, p=0.008).” 

 

 2. EE in males and females is likely associated with obesity, even if not with MS in females or 

NAFLD in males. This was evidenced in all the previous version of this manuscript  (all 3 models in 

males and model 1 in females). 

Answer: 

    Thank you for your comment.  
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3. Page 23 – lines 36-45 are difficult to understand and should be changed or removed. 

Answer: 

    Thank you for your reminding. We had modified the sentence in the sections of DISCUSSION 

(P23) of the revised manuscript, as follows: 

“This observation also implied the serum estrogen level may play an important role on EE. This 

observation may explain why the difference in erosive esophagitis between subjects with and without 

NAFLD was higher in pre- than in postmenopausal females. Serum estrogen levels, which are lower 

in premenopausal females with NAFLD than those without 
18

, may help in preventing EE. Thus, 

NAFLD is positively associated with EE in females, particularly in premenopausal females, but not in 

males.”     

4. I do not think the results justify the conclusion that performing abdominal sonographic 

examination for females with EE and for males with EE who have five factors indicating MS to 

evaluate the risk factors of EE as there is unsufficient evidence to support this as an added 

investigation with cost and limited therapeutic consequence for many. I also do not see evidence 

from this study that EE may be prevented by preventing NAFLD in females and MS in males. 

Answer: 

    Thank you for your comment. We had deleted the sentence “In clinical practice, we may consider 

performing abdominal sonographic examination for females with EE and for males with EE who have 

five factors indicating MS to evaluate the risk factors of EE. Our findings suggest that EE may be 

prevented by preventing NAFLD in females and MS in males.” in the sections of CONCLUSIONS 

(P24). 
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